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Claims 

1 . A combination which comprises an IB AT inhibitor, or a pharmaceuticaUy acceptable 
salt, solvate, solvate of such a salt or a prodrug thereof, and a metal salt, wherein the metal 

5 salt is formulated to release in the terminal ileum, caecum and/or the colon. 

2. A combination according to claim 1 wherein the metal salt is a calcium salt. 

3. A combination according to either of claims 1 or 2 wherein the metal salt is calcium 
10 phosphate. 

4. A combination according to any one of claims 1-3 wherein the IB AT inhibitor is a 
benzothiepine. 

15 5. A combination according to any one of claims 1-3 wherein the IB AT inhibitor is 
selected from: 

l,l-dioxo-3,3-dibutyl-5-phen^ 

carbamoyl]methyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzotM 

l,l~dioxo-3,3-dibutyl-5-phenyl-7^ 
20 hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 

l,l-dioxo-3,3-dibutyl-5-pheny^ 

sulphoethyl)carbamoyl]methyl }carbamoylmethoxy)-2,3,4,5-tetrahydro-l ,5-benzothiazepine; 
U-dioxo-3-butyl-3-ethyl-5^ 
sulphoethyl)carbamoyl]methyl }carb 
25 1 , l-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(iV- { (R)-a-[iV r '-(2-sulphoethyl)carbamoyl]-4- 
hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 

l,l-dioxo-3-butyl-3^thyl-5-ph^ 
carbamoyl]^hydroxybenzyl}carbamoylm^ 
l,l-dioxo-3-butyl-3~ethyl-5-phe 
30 C arboxyethyl)carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benz 

l,l-dioxo-3,3-cUbutyl-5-phenyl-7-m^ 

hydroxybeiizyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzotMazepine; 
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U-cfioxo-3-butyl-3-ethyl-5-phenyl^ 

carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 

l,l-dioxo-33-dibutyl-5-phenyl-7-methylto^ 

benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 

ia-dioxo-3,3^butyl-5-phenyl-7-methylthio-8-(iV-{a-[N'-(2-sulphoethyl)carbamoyl]-2- 

fluorobenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzothiazepine; 

14-dioxo-3-butyl-3-ethyl-5-phenyl-7-methyltWo-8<N-{(R)-a-[iV'-(R)-(2-hydroxy-l- 

carboxyethyl)carbamoyl]ben2yl}carbamoylmethoxy)-23,4,5-tetrahydro-l,5-ben2othia2»pine; 

l>dioxo-3,3-dibutyl-5-phenyl-7-methyltWo^^^ 

carboxyethyl)carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,5-benzotWazepine 
U-dioxo-3,3-dibutyl-5-phenyl-7-methyl^^ 

carboxyethyl)carbamoyl]-2-hydroxyethyl}carbamoyl)benzyl]carbamoylmethoxy}-2,3,4,5- 

tetrahydro-l,5-benzotbiazepine; 

U-dioxo-3-butyl-3-ethyl-5-phenyl-7-methytt^^ 

benzyl }carbamoylmethoxy)-2,3 ,4,5-tetrahydro-l ,5-benzothiazepine; 

U-dioxo-3-butyl-3-ethyl-5-phenyl-7-methylthi^^ 

methyl)caibamoyl]benzyl}carbamoylmethoxy)-23,4,5-tetrahydro-l,5-benzotWazepine; 

l4-dioxo-3-butyl-3-elhyl-5-phenyl-7-methylthio-8-{iV-[(R)-a-(iV'-{2- 

[(hydroxy)(methyl)phosphoryl]elhyl}carbamoyl)benzyl]carbamoybiiethoxy}-2,3,4,5- 

tetrahydro-1 ,5-benzothiazepine; 
U-dioxo-3,3-dibutyl-5-phenyl-7-methylta^^ 
carboxyethyl)carbamoyl]benzyl}carbamoyb^^ 
l,l-<fcoxo-3,3-dibutyl-5-phenyl-7-me^ 

phosphoryl]ethyl}carbamoyl)-4-hydroxybenzyl]carbamoylmethoxy}-23 > 4,5-tetrahydro-l,5- 
benzothiazepine; 

l,l-dioxo-3,3-dibutyl-5-phenyl-7-methyltWo-8-{^-[(R)-a-(A^'-{2-[(methyl)(hydroxy^ 

phosphoryl]ethyl}carbamoyl)-4-hydroxybeiizyl]c^ 

benzothiazepine; 

l,l-dioxo-3,3-dibutyl-5-phenyl-7-methylttoo-8^ 

carboxyethyl)carbamoyl]benzyl}carbamoylmetho^ 

and 
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l,l-dioxo-3,3-dibutyl-5-phenyl-7-meto 

hydroxybenzyl}carbamoylmethoxy]-2,3,4,5-tetrahydro-l,5-benzothiazepine; 

or a pharmaceutical^ acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

6. A combination according to any one of claims 1 - 3 wherein the IB AT inhibitor is 
selected from: 

l,l-dioxo-3,3-dibutyl-5-phenyl-7-me^ 

emyl)carbamoyl]^-hydroxybenzyl}carbamoylmemoxy)-2,3,4,5-tetrahydro-l,2,5- 

benzothiadiazepine; 
l,l-dioxo~3,3-cubutyl-5-phenyl-7-m^^ 

hydroxypropyl)carbamoyl]^hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 
benzothiadiazepine; 

l,l-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(iV-{(R)-a-[iV-((S)-l-carboxy-2- 

metaylpropyl)carbamoyl]^hydroxybenzyl}carba^ 

benzothiadiazepine; 

l,l-dioxo-3,3-dibutyl-5-phenyl-7-memyltmo-8<AT-{(R)-a-[iV-((S)-l-carboxybutyl) 
carbamoyl]^-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 

benzothiadiazepine; 

U-dioxo-3,3-tfbutyl-5-phenyl-7-memylthio-^^ 

carbamoyl]benzyl}carbamoylmemoxy)-2,3,4,5-tetrahydro-l,2,5-benzothiadiazepine; 
U-moxo-3,3-dibutyl-5-phenyl-7-memyltmo-8^ 

carbamoyl]benzyl}carbamoylmemoxy)-2,3,4,5-tetrahydro-l,2,5-benzotWadiazepine; 
l,l^oxo-3,3-mbutyl-5-phenyl-7-memyltWo-8<AM^ 

hydroxypropyl)carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 
benzothiadiazepine; 

U-dioxo-3,3-&butyl-5-phenyl-7-memylmio-8KAM 

hydroxybenzyl}carbamoylmemoxy)-2,3,4,5-tetrahydro-l,2,5-benzothiadiazepine; 

l,l-dioxo-3,3^butyl-5-phenyl-7-memylthio-8-(iV*-{(R)-a-[iV-((S)-l- 

carboxyemyl)carbamoyl]^hydxoxybenzyl}carbamoy 

benzothiadiazepine; 

l,l-dioxo-3,3-dibutyl-5-phenyl-7-memyltWo-8K^-{(R)-a-[N-((R)-l-carboxy-2- 
memylthioemyl)carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-l,2,5- 

benzothiadiazepine; 
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l>dioxo-33-dibutyl-5-phenyl-7^^ 
carboxyethyl)carbamoyl]propyl}carbamoyl^ 
1 ,2,5-benzothiadiazepine; 
U-dioxo-3,3-cHbutyl-5-phenyl-7^^ 
5 methylpropyl)carbamoyl]benzyl}carbamoylm^ 
benzothiadiazepine; 

1 ,l-dioxo-3,3--dibutyl-5-phenyl-7-methylthio-8-(iV-{ (R)-a-[AT-((S)-l-carboxypropyl) 
carbamoylM-hydroxybenzyl }caA 
benzothiadiazepine; and 
10 l,l-<Uoxo-33-dibutyl-5-phenyl-7-methylthio-8-[A^ 
hydroxybenzyl)carbamoylme1hoxy^ 

or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

7. The use of a combination according to any one of claims 1-6, in the manufacture of a 
15 medicament for use in the production of an IBAT inhibitory effect in a warm-blooded animal, 

such as man. 

8. The use of a combination according to any one of claims 1-6, in the manufacture of a 
medicament for use in preventing diarrhoea that would result from excess bile acids in the 

20 intestine following administration of an IBAT inhibitor, or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof. 

9. A method for producing an IBAT inhibitory effect in a warm-blooded animal, such as 
man, in need of such treatment which comprises administering to said animal an effective 

25 amount of a combination according to any one of claims 1-6. 

10. A method of preventing diarrhoea that would result from excess bile acids in the 
intestine following administration of an effective amount an IBAT inhibitor, or a 
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, to a 

30 warm blooded animal, such as man, in need of such treatment, which comprises administering 
to said animal an effective amount of a combination according to any one of claims 1-6. 
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11. A pharmaceutical composition which comprises a combination according to any one 
of claims 1-6, in association with a pharmaceutically acceptable diluent or carrier. 

12. A combination according to any one of claims 1-6 for use as a medicament. 

5 

13. A pharmaceutical composition which comprises a combination according to any one 
of claims 1-6, in association with a pharmaceutically acceptable diluent or carrier for use in 
the production of an IB AT inhibitory effect in a warm-blooded animal, such as man. 

10 14. The use of a combination according to any one of claims 1-6, in the manufacture of a 
medicament for use in the treatment of hyperlipidaemic conditions in a warm-blooded animal, 
such as man. 

15. A method of treating hyperlipidaemic conditions in a warm-blooded animal, such as 
15 man, in need of such treatment which comprises administering to said animal an effective 

amount of a combination according to any one of claims 1-6. 

16. A pharmaceutical composition which comprises a combination according to any one 
of claims 1-6, in association with a pharmaceutically acceptable diluent or carrier for use in 

20 the treatment of hyperlipidaemic conditions in a warm-blooded animal, such as man. 

17. The use of a combination according to any one of claims 1-6, in the production of an 
IB AT inhibitory effect in a warm-blooded animal, such as man, 

25 18. The use of a combination according to any one of claims 1-6 in the treatment of 
hyperlipidaemic conditions in a warm-blooded animal, such as man. 

19. The combination according to any one of claims 1-6 further comprising an HMG Co- 
A reductase inhibitor, or pharmaceutically acceptable salts, solvates, solvates of such salts or 
30 prodrugs thereof. 



20. The combination according to claim 19 wherein the HMG Co-A reductase inhibitor is 
fluvastatin, lovastatin, pravastatin, simvastatin, atorvastatin, cerivastatin, bervastatin, 
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dalvastatin, mevastatin and rosuvastatin, or a pharmaceutically acceptable salt, solvate, 
solvate of such a salt or a prodrug thereof. 

21. The combination according to any one of claims 1-6 further comprising a cholesterol 
5 absorption antagonist, or pharmaceutically acceptable salts, solvates, solvates of such salts or 

prodrugs thereof. 

22. The combination according to claim 21 wherein the a cholesterol absorption 
antagonist is SCH 58235. 

10 

23. The combination according to any one of claims 1-6 further comprising a PPAR alpha 
and/or gamma agonist, or pharmaceutically acceptable salts, solvates, solvates of such salts or 
prodrugs thereof. 

15 24. The combination according to claim 23 wherein the PPAR alpha and/or gamma 
agonist is (S)-2-ethoxy-3-[4-(2-{4--methanesulphonyloxyphenyl}ethoxy)phenyl]propanoic 
acid and pharmaceutically acceptable salts thereof. 

25. The use of a combination according to any one of claims 19-24 in the production of an 
20 IB AT inhibitory effect in a warm-blooded animal, such as man. 

26. The use of a combination according to any one of claims 19-24 in the manufacture of 
a medicament for use in the production of an IB AT inhibitory effect in a warm-blooded 
animal, such as man. 

25 

27. A method for producing an IBAT inhibitory effect in a warm-blooded animal, such as 
man, in need of such treatment which comprises administering to said animal an effective 
amount of a composition according to any one of claims 19-24. 

30 28 A pharmaceutical composition which comprises a combination according to any one 
of claims 19-24, in association with a pharmaceutically acceptable diluent or carrier. 
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29. A pharmaceutical composition which comprises a combination according to any one 
of claims 19-24, in association with a pharmaceutical^ acceptable diluent or carrier for use in 
producing an IBAT inhibitory effect, in a warm-blooded animal, such as man. 

5 30. The use of a metal salt, wherein the metal salt is formulated to release in the terminal 
ileum, caecum and/or the colon, in the manufacture of a medicament for the prevention of 
diarrhoea that would result from excess bile acids in the intestine following administration of 
an IBAT inhibitor, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a 
prodrug thereof. 

10 

31. The use of a metal salt, wherein the metal salt is formulated to release in the terminal 
ileum, caecum and/or the colon, for the prevention of diarrhoea that would result from excess 
bile acids in the intestine following administration of an IBAT inhibitor, or a 
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof. 

15 

32. A method of preventing diarrhoea that would result from excess bile acids in the 
intestine following administration of an IB AT inhibitor, or a pharmaceutically acceptable salt, 
solvate, solvate of such a salt or a prodrug thereof, which comprises administering to a patient 
in need thereof, a metal salt, wherein the metal salt is formulated to release in the terminal 

20 ileum, caecum and/or the colon. 



